Supplemental Experimental Procedures

Enrichment of annotation terms and pathways:
The complete set of human proteins identified in this study and the subsets that bound to each DENV protein were submitted to the DAVID Bioinformatics Database (http://david.abcc.ncifcrf.gov/home.jsp) for analysis of enriched features (1, 2) . The analysis was performed using the default Homo sapiens list as background and the following parameters: Disease, none selected; Functional_Categories, COG_ONTOLOGY and SP_PIR_KEYWORDS selected; Gene_Ontology,
Supplemental Discussion
The roles of cellular proteins and pathways in DENV infection
Centrosome-Informatic analyses indicated that centrosomal proteins were overrepresented among the partners of DENV NS5 and in the complete set of DENV interactions. Though the functional significance of this interaction is not yet clear, the pericentriolar region has several features that may benefit virus replication and assembly (6) . The centrosome is linked to the Golgi apparatus and the aggresome, and the large number of microtubules emanating from the centrosome ensure that a rich supply of cellular components traffic to this region (6) . Retroviruses and large DNA viruses take advantage of this region to assemble new virions (reviewed by (6) ). Other viruses are known to alter centrosome structure or function. Foot-and-mouth disease virus (FMDV), a positive-stranded RNA virus that replicates on virus-induced membrane compartments in the cytoplasm, specifically depletes γ-tubulin from centrosomes early during infection, but apparently does not stably associate with the centrosome (7). High-risk papillomaviruses induce chromosome abnormalities and changes in centrosome number that lead to chromosome segregation defects (8) .
DEAD-box RNA helicases-Despite encoding its own RNA helicase, DENV interacted with four DEAD-box RNA helicases (DDX3X, DDX5, DDX24, and LOC642846), the first three of which have been implicated in replication of other viruses. DDX3X is a multifunctional protein that plays roles in protein translation, regulation of gene expression, and innate immune signaling (reviewed by (9) ). Several viruses, including HIV and HCV, interact with DDX3X and require DDX3X for optimal viral replication, though at least one virus, HBV, is directly inhibited by DDX3X (10) (11) (12) (13) (14) (15) (16) (17) . DDX5 complexes with a second RNA helicase (DDX17, more commonly referred to as p72) and has been proposed to function in mRNA processing and the regulation of gene expression (18) (19) (20) . DDX5 binds to the polymerases from HCV, INFV and SARS-CoV and has been implicated in the replication of HCV and SARS CoV (21) (22) (23) . DDX24 interacts with the HIV Rev protein and interacted with the DENV M protein in this study (24) . Although DDX24 was required for packaging of HIV RNA, neither its precise function in HIV replication nor its normal cellular role is known (24) . LOC642846 has homology to RNA helicases, but has not been experimentally characterized. We also note that STAT2 interacts with NS5 and is destabilized during DENV infection in a manner that depends on ubiquitination and the proteasome (36).
ESCRT pathway-Components
Lipid metabolism-DENV alters the lipid content of infected cells and induces the formation of membranous structures upon which it replicates (37, 38). During the course of this study we identified fatty acid synthase (FASN) as an interacting partner of NS3.
FASN was required for DENV replication, relocalized to sites of DENV RNA replication in infected cells, and increased its enzymatic activity in the presence of NS3 (39 de Chassey, B., Navratil, V., Tafforeau, L., Hiet, M. S., Aublin-Gex, A., Agaugue, S., Meiffren, G., Pradezynski, F., Faria, B. F., Chantier, T., Le Breton, M., Pellet, J., Davoust, N., Mangeot, P. E., Chaboud, A., Penin, F., Jacob, Y., Vidalain, P. O., Vidal, M., Andre, P., Rabourdin-Combe, C., and Lotteau, V. 
